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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Applicant(s): Shahzi Iqbal et al. 

Title: PREFERENTIAL DISPLAY 

App. No.: 09/961 ,089 Filed: 09/24/2001 

Examiner: Alexander H. Spiegler Group Art Unit: 1637 

Atty.Dkt.No.: 1495-0001 

MS NON-FINAL AMENDMENT 
Commissioner for Patents 
PO Box 1450 

Alexandria, VA 22313-1450 

RESPONSE TO OFFICE ACTION 

Dear Sir: 

In response to the Office Action mailed January 16, 2004, please amend the above- 
identified application as follows: 
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SPECIFICATION AMENDMENTS: 

Please amend the Specification as indicated: 
Please amend paragraph [0017] as follows: 

[0017] FIG. 1 is a schematic diagram illustrating the preferential display technique. The figure 
shows the end products of unique RNA and cDNA strands isolated after degradation of the 
cDNA/RNA compliments complements . FIG 2 is a schematic diagram of the final treatment 
with RNase to degrade the single stranded RNA's present in each sample and the PCR 
amplification of the isolated cDNA which are uniquely expressed in each sample. 

Please amend paragraph [0019] as follows: 

[0019] The invention is a method called Preferential Display. The approach starts with the 
sample collection and categorizing of the cells, tissues or blood samples. Once the normalized 
control cells are isolated from the diseased state, expressed RNA's are isolated using standard 
methods. The RNA's are then placed into two tubes of normal and the other diseased RNA's for 
a total of four tubes. One normal and diseased are then RT-PCR with dye labeled oligos 
producing fluorescence labelled cDNA's in each tube. At this point of the reaction, RNA's of 
normal and diseased are added to their complementary tubes, normalized cDNAs with diseased 
RNAs and diseased cDNAs with normalized RNAs. Common sequences in each tube hybridize 
to form cDNA/RNA compliments complements . The tubes are then treated with Exonuclease HI 
or VII to degrade all the hybridized complements. RNase is then added to digest the single 
stranded RNA's in each tube. The remaining undigested cDNA are unique dye labeled 
sequences expressed in either normal or diseased states. Additional PCR can be ran to increase 
the cDNA present in each tube before running on a gel or high throughput sequencer. 
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CLAIM AMENDMENTS: 



Please amend the claims as indicated: 
1-26. {CANCELED) 

. (CURRENTLY AMENDED) A method for eliminating redundant sequences that are common 
between two samples, the method comprising of the steps: 
isolating RNA strands from a first sample; 
isolating RNA strands from a second sample; 

generating cDNA strands from the RNA strands from the first sample; 
mixing the cDNA strands of the first sample with the RNA strands from the second 
sample; 

hybridizing the cDNA strands and RNA strands with common sequences to form 
cDNA/RNA complim e nts complements, the cDNA strands and the RNA strands 
without common sequences remaining unhybridized cDNA strands and unhybridized 
RNA strands; and 

degrading the cDNA/RNA compliments complements to leave the unhybridized cDNA 
strands and the unhybridized RNA strands. 

27. (PREVIOUSLY PRESENTED) The method of Claim 2^, wherein the step of generating 
cDNA strands from the RNA strands from the first sample comprises performing RT-PCR. 

2^. (CANCELLED) 
A © 

(J) 2£. (PREVIOUSLY PRESENTED) The method of Claim 16, wherein the first sample is a 
healthy tissue and the second sample is a diseased tissue. 

Q) 3\. (PREVIOUSLY PRESENTED) The method of Claim Q* wherein the first sample is a 
diseased tissue and the second sample is a healthy tissue. 

C§> 34. (PREVIOUSLY PRESENTED) The method of Claim ^, further comprising: 
amplifying the unhybridized cDNA^strand^using PCR. 
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[y (PREVIOUSLY PRESENTED) The method of Claim 2$, further comprising: 

producing a second set of cDNA strands from the unhybridized RNA strands. 

(PREVIOUSLY PRESENTED) The method of Claim ^further comprising: 
amplifying the second set of cDNA strands using PCR. 

Q) 34- (CURRENTLY AMENDED) The method of Claim ^ wherein the step of degrading 
complim e nts complements is performed with an Exonuclease HI enzyme. 

3£. (CANCELLED) 

8/ 3$. (PREVIOUSLY PRESENTED) The method of Claim 26, further comprising: 

displaying at least one of the unhybridized cDNA strands and the unhybridized RNA 
strands. 

6$) 3(7. (PREVIOUSLY PRESENTED) The method of^laimS^herein the step of displaying 



comprises using electrophoresis. 



(vp 3^. (PREVIOUSLY PRESENTED) The method of Claim 2^ further comprising: 

reading at least one of the unhybridized cDNA strands and the unhybrized RNA strands 
with an autoradiogram. 

(Q) 3V (PREVIOUSLY PRESENTED) The method of Claim Q, wherein the first and second 

samples are selected from the group consisting of cells, tissues, pathogens, plants, and animals. 

(§) 4Q. (PREVIOUSLY PRESENTED) The method of Claim Q 9 wherein the first and second sample 
are differentiated due to a diseased state, developmental change, or induced by an external or 
internal stimulus. 
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(CURRENTLY AMENDED) A method for determining differences between a first sample of 
cDNA strands and a second sample of RNA strands, the method comprising of the steps: 
mixing the first sample of cDNA strands with the second sample of RNA strands; 
hybridizing the cDNA strands and the RNA strands with common sequences to form 
cDNA/RNA complim e nts complements, the cDNA strands and the RNA strands 
without common sequences r e maning remaining unhvbridized cDNA strands and 
unhybridized RNA^trands; 
degrading the cDNA/RNA complim e nts complements to leave the unhybridized cDNA 

strands and the unhybridized RNA strands; and 
analyzing at least one of the unhydridized cDNA strands and the unhybridized RNA 
strands to determine differences between the first sample and the second sample. 

4?. (CANCELLED) 

Vg) (PREVIOUSLY PRESENTED) The method of Claim Xl, further comprising: 
amplifying the unhybridized cDNA strands using PCR. 

(PREVIOUSLY PRESENTED) The method of Claim 4a, further comprising: 
producing a further set of cDNA strands from the unhybridized RNA(strands. 

(ft) © 
^4$. (PREVIOUSLY PRESENTED) The method of Claim 4Cfurther comprising: 

amplifying the further set of cDNA ^and ^using PCR. 

^4$. (CURRENTLY AMENDED) The method of Claim 4j, wherein the step of degrading 
complim e nts complements is performed with an Exonuclease in enzyme. 



47. (CANCELLED) 
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REMARKS 

With respect to items 1 and 2 of the Office Action mailed January 16, 2004, Applicants 
appreciate Examiner Spiegler's consideration of the Amendment. With respect to item 3, 
Applicants have amended claims 26, 34, 41, and 46 and have submitted amended paragraphs 
0017 and 0019. The claim amendments were made to correct typographical errors and were not 
made to overcome prior art for reasons of novelty or obviousness. With respect to item 4, 
Applicants have cancelled claim 35 and 47. Applicants respectfully traverse the rejection, but 
have canceled the claims in order to expedite issuance. 

Applicants agree with Examiner Spiegler's assessment and respectfully submit that the 
present application is now in condition for allowance. Accordingly, the Examiner is requested to 
issue a Notice of Allowance for all pending claims. 

Should the Examiner deem that any further action by Applicants would be necessary for 
placing this application in condition for issue, the Examiner is requested to contact the 
undersigned agent by telephone at the number listed below. 



Respectfully submitted, 
\ 



Date 




John/R. Schell, Reg. No. 50,776 
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TOLER, LARSON & ABEL, L.L.P. 

P.O. Box 29567 

Austin, Texas 78755-9567 

(512) 327-5515 (phone) 

(512) 327-5452 (fax) 
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